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ABSTRACT

Baclofen is approved by the Food and Drug Administration for spasticity and is also used off-label for trigeminal neuralgia, cluster
headache, and substance abuse dependency. Baclofen is 90% renally excreted and has a variable threshold for toxicity in
patients with chronic kidney disease. We present a case of accidental overdose of baclofen in a 58-year-old woman with intrac-
table trigeminal neuralgia. She presented with baclofen neurotoxicity symptoms including confusion and tremors and had a mor-
billiform rash in the dorsum of both hands. This simultaneous presentation is rare and has never been reported. Her symptoms

resolved after hemodialysis treatment.
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aclofen is a gamma-aminobutyric acid agonist
that was approved by the US Food and Drug
Administration for muscle spasticity in the 1970s.
It is used off-label for intractable hiccups, trigemi-
nal neuralgia, cluster headache, and substance abuse from
alcohol and cocaine dependency. Baclofen is primarily
excreted by the kidneys in its unchanged form and therefore
there is a risk of developing toxicities in patients with chronic
kidney disease. We present a case of simultaneous neurologic
and dermatologic toxicity due to baclofen overdose in a

patient with end-stage renal disease (ESRD).

CASE REPORT

A 58-year-old Hispanic woman with ESRD on hemodi-
alysis, with hypertension, type 2 diabetes, and refractory tri-
geminal neuralgia, was prescribed carbamazepine 200 mg
twice a day along with 2.5 mg baclofen twice a day for
intractable facial pain. Her daughter misunderstood the dose
indication and gave her a higher dose (a full 10-mg tablet
instead of one-fourth of a 10-mg tablet). The next day the
patient developed altered mental status (repeating the same
words) and drowsiness. She also developed multiple episodes
of emesis, progressive confusion, and morbilliform rash in
both hands (Figure 1) and was brought to the emergency
department for evaluation.

On admission she was found to be drowsy but arousable,
oriented only to person, with hyporeflexia, hypotonia, and
tremors in her extremities. Laboratory analysis showed a glu-
cose level of 233 mg/dL; blood urea nitrogen, 79 mg/dL; cre-
atinine, 8.7 mg/dL; hemoglobin, 11.6 g/dL; and phosphate,
5.2 mg/dL. The other results of the complete blood count
and basic metabolic panel were unremarkable. Urine drug
screen for alcohol and drug abuse was negative. Serial head
computed tomography scans showed no signs of any intra-
cranial pathology. Infectious workup including blood
cultures was negative. Baclofen toxicity was suspected as a
temporal cause based on the presentation, and levels were
elevated at 0.41 pg/mL (normal <0.02).

Baclofen was discontinued, and emergent hemodialysis
was performed with rapid improvement in mental status,
morbilliform rash, hyporeflexia, and tremors after two
sessions of 4-hour hemodialysis on two consecutive days.
The patient’s mental status returned to normal and her skin
rash resolved; she was discharged home after 3 days.

DISCUSSION

This case illustrates an extremely rare simultaneous
appearance of morbilliform rash and neurotoxicity in a
patient after baclofen overdose. After oral consumption,
baclofen is rapidly absorbed by the first part of the small
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Figure 1. Morbilliform rash involving the forearm and hand.

intestine. Peak concentrations are seen in plasma after 2 hours of
ingestion. Approximately 10% to 15% of the drug undergoes
hepatic metabolism, and the remaining 85% to 90% is excreted
unchanged by the kidneys. Baclofen drug clearance follows first-
order elimination kinetics with a half-life of 3.5 to 6 hours in
patients with normal renal function.'" However, the pharmaco-
kinetics data in patients with chronic kidney disease are not pre-
dictable, and dosage recommendations remain empirical.”

The adverse effects associated with baclofen are consistent
with its inhibitory effect on the central nervous system.

426

Baylor University Medical Center Proceedings

Common side effects include transient drowsiness, lethargy,
nausea, and orthostatic signs. Larger doses can cause central
nervous system depression, which manifests as sedation, are-
flexia, somnolence, respiratory depression, and coma requir-
ing intubation.’

In very rare cases, toxicity can present as a morbilliform
rash that tends to improve with withdrawal of the medica-
tion. In a published series of four cases, patients who were
treated with baclofen for alcohol dependence developed a
morbilliform rash at different treatment doses, indicating
that the rash was dose independent and an idiosyncratic
reaction.” Baclofen has a low molecular weight, low volume
distribution, and low protein binding capacity, making it
easy to dialyze. Although the percentage of clearance varies
with each person and the duration of hemodialysis session,
it can be up to 79% cleared in one treatment session, with
rapid neurological improvement after two sessions.’

Currently, there are no clear guidelines for dosing of
baclofen in patients with ESRD. In view of unpredictable
pharmacokinetics, dose recommendations and titrations
should be done cautiously in patients with advanced chronic
kidney disease or on dialysis.
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